58. (New) A product comprising a support material and a plurality of different 
nucleic acid molecules, wherein 

the nucleic acid molecules are attached to the support material, 

the nucleic acid molecules comprise a sequence that is complementary to and 
specific for an exon or an intron of a gene, 

said product comprises at least two nucleic acid molecules complementary to and 
specific for a distinct exon or intron of the same gene, 

said product allowing, when contacted with a sample containing nucleic acids under 
condition allowing hybridisation to occur, the determination of the presence or absence of 
said exon or intron of said gene in said sample. 

^ 59. (New) A product comprising a support material and a plurality of different 

nucleic acid molecules, wherein 

the nucleic acid molecules are attached to the support material, 
the nucleic acid molecules comprise a sequence that is complementary to and 
specific for an exon-exon or an exon-intron junction region of a gene or RNA, 

said product comprises at least two nucleic acid molecules complementary to and 
specific for a distinct junction region of the same or a different gene or RNA, 
said product allowing, when contacted with a sample containing nucleic acids under 
conditions allowing hybridisation to occur, the determination of the presence or absence 
of said junction region in said sample. 

60. (New) The product ofdaim 58 or 59, wherein said plurality of different 
nucleic acid molecules is obtained b^a method of identifying or cloning differentially 
3*^^ spliced nucleic acids, said method comjJiq^sing: 

a) hybridizing a plurality of different^NAs derived from a first sample, wherein 
the composition or sequence of the RNAs is at least partially unknown, with a plurality of 
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different cfoNAs derived from a second sample, wherein the composition or sequence of 
the cDNAs ikat least partially unknown; and 

b) identifying or cloning, from the hybrids formed in a), a population of nucleic 
acids comprisingXan unpaired region, said cloned or identified nucleic acids comprising 
^IX^ an unpaired regiomcorresponding to portions of genes that are differentially spliced 
^^J^ between said samples\ 



61. (New) The product of claim 58, wherein said plurality of different nucleic acid 
molecules comprising a seWence complementary to and specific for an exon or an intron 
of a gene is obtained by a method comprising: 

(a) identifying a splicing event characteristic of a physiopathological condition and 
determining the sequence of the spliced domain, 

(b) synthesizing one or sdveral oligonucleotides complementary to and specific for 
said domain, and 

(c) repeating steps (a) anM (b) above with at least a second splicing event 
characteristic of said physiopathological condition. 

62. (New) The product of claim\59, wherein said plurality of different nucleic acid 
molecules comprising a sequence complementary to and specific for a junction region of 
a gene or RNA is obtained by a method aomprising: 

(a) identifying a splicing event characteristic of a physiopathological condition and 
determining the sequence of the spliced domain, 

(b) synthesizing one or several oligonucleotides complementary to and specific for 
a junction region formed by the splicing or absence of splicing of said domain and 

(c) repeating steps (a) and (b) above with at least a second splicing event 
characteristic of said physiopathological condnion. 

63. (New) The product of claim 61 or 62, wherein the identification step (a) is 
based upon compilation of published sequences or sequence information from databases. 
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64. (New) The product of claim 60, wherein said plurahty of different nucleic acid 
molecules comprises an autologous nucleic acid library characteristic of alternative forms 
of splicings occurring between messenger and pre-messenger RNAs of a given 
physiological condition. 

65 (New) The product of claim 58 or 59, wherein the support material is selected 
from the group consisting of a filter, a membrane and a chip. 

66. (New) The product of claim 58 or 59, wherein the nucleic acid molecules 
comprise cDNA fragments. 

67. (New) The product of claim 58 or 59, wherein the nucleic acid molecules 
comprise single-stranded oligonucleotides. 

68. (New) The product of claim 67, wherein the nucleic acid molecules comprise 
single-stranded oligonucleotides of between 5 and 100 bases in length. 

69. (New) The product of claim 58 or 59, wherein the nucleic acid molecules are 
specific of alternative splicings representative of a cell or tissue in a given pathological 
condition. 

70. (New) The product of claim 69, wherein the nucleic acid molecules are 
specific of alternative splicings representative of a tumor cell or tissue. 

71. (New) The product of claim 69, wherein the nucleic acid molecules are 
specific of alternative splicings representative of a cell or tissue undergoing apoptosis. 
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72. Wsfew) A product for evaluating the toxicity of a compound or treatment to a 
cell, tissue ot organism, the product comprising a support material and a plurality of 
different nucleic acid molecules attached to said support material, the nucleic acid 
molecules comprising nucleic acid molecules containing a sequence that is 
complementary toVnd specific for introns or exons that are retained or spliced in a cell 
treated by a referencevtoxic compound or treatment, said product comprising at least two 
nucleic acid molecules Complementary to and specific for a distinct exon or intron of the 
same gene and said prodW allowing, when contacted with a sample containing nucleic 
acids under condition allowing hybridisation to occur, the determination of the presence 
or absence of said exon or intron of said gene in said sample. 

73. (New) A product for evaluating the toxicity of a compound or treatment to a 
cell, tissue or organism, the product comprising a support material and a plurality of 
different nucleic acid molecules attached to said support material, the nucleic acid 
molecules comprising nucleic acia\ molecules containing a sequence that is 
complementary to and specific for exon-exon or exon- intron junction regions of genes or 
RNAs that are spliced in a cell treated by \ reference toxic compound or treatment, said 
product comprising at least two nucleic acid molecules complementary to and specific for 
a distinct junction region of the same or a (different gene or RNA, and said product 
allowing, when contacted with a sample containing nucleic acids under conditions 
allowing hybridisation to occur, the determinatiOJi of the presence or absence of said 
junction regions in said sample. \ 

74. (New) The product of claim 72 or 73, wherein said plurality of different 
nucleic acid molecules is obtained by a method of identifying or cloning differentially 
spliced nucleic acids, said method comprising: 

a) hybridizing a plurality of different RNAs derived from a first sample, wherein 
the composition or sequence of the RNAs is at least partially unknown, with a plurality of 
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different cDNAs derived from a second sample, wherein the composition or sequence of 
the cDNAs is at least partially unknown; and 

b) identifying or cloning, from the hybrids formed in a), a population of nucleic 
acids comprising an unpaired region, said cloned or identified nucleic acids comprising 
an unpaired region corresponding to portions of genes that are differentially spliced 
between said samples. 

75. (NewVrhe product of claim 72, wherein said plurality of different nucleic acid 
molecules comprising a sequence complementary to and specific for an exon or an intron 
retained or spliced \n a cell treated by a reference toxic compound or treatment is 
obtained by a method oomprising: 

(a) identifying a ^licing event characteristic of a cell treated by a reference toxic 
compound or treatment and determining the sequence of the spliced domain, 

(b) synthesizing oneW several oligonucleotides complementary to and specific for 
said domain, and \ 

(c) repeating steps (a)\and (b) above with at least a second splicing event 
characteristic of said toxic condition. 

76. (New) The product of claim 73, wherein said plurality of different nucleic acid 
molecules comprising a sequence complementary to and specific for a junction region of 
a gene or RNA spUced in a cell treated by a reference toxic compound or treatment is 
obtained by a method comprising: \ 

(a) identifying a splicing event characteristic of a cell treated by a reference toxic 
compound or treatment and determining tne sequence of the spliced domain, 

(b) synthesizing one or several oligonucleotides complementary to and specific for 
a junction region formed by the splicing or absence of splicing of said domain and 

(c) repeating steps (a) and (b) above with at least a second splicing event 
characteristic of said toxic condition. \ 
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77 (New) The product of claim 72 or 73, wherein the support material is selected 
from a filter, a membrane and a chip. 



78. (New) The product of claim 72 or 73, wherein the nucleic acid molecules 
comprise cDNA fragments. 

79. (New) The product of claim 72 or 73, wherein the nucleic acid molecules 
comprise single-stranded oligonucleotides. 

80. View) A product for evaluating the therapeutic efficacy of a compound to a 
cell, tissue oXprganism, the product comprising a support material and a plurality of 
different nucleic\acid molecules attached to said support material, the nucleic acid 
molecules compri^^g nucleic acid molecules containing a sequence that is 
complementary to and\specific for introns or exons that are retained or spliced in a cell 
treated by a reference therapeutic compound, said product comprising at least two nucleic 
acid molecules complementoy to and specific for a distinct exon or intron of the same 
gene and said product allowing, when contacted with a sample containing nucleic acids 
under conditions allowing hybridisation to occur, the determination of the presence or 
absence of said exon or intron of said gene in said sample. 

<3^^^ 81. (New) A product for evaluat^g the therapeutic efficacy of a compound to a 

^ cell, tissue or organism, the product comorising a support material and a plurality of 
^ different nucleic acid molecules attachedNto said support material, the nucleic acid 

molecules comprising nucleic acid molecules containing a sequence that is 
complementary to and specific for exon-exon or lexon-intron junction regions of genes or 
RNAs that are spliced in a cell treated by a referencie therapeutic compound, said product 
comprising at least two nucleic acid molecules complementary to and specific for a 
distinct junction region of the same or a different Vene or RNA, and said product 
allowing, when contacted with a sample containing Vucleic acids under condition 



allowing hybridisation to occur, thfesdetermination of the presence or absence of said 
junction regions in said sample. 



82. (New) The product of claim 80 or 81, wherein said plurality of different 
nucleic acid molecules is obtained by a method of identifying or cloning differentially 

spliced nucleic acids, said method comprising: 

a) hybridizing a plurality of different RNAs derived from a first sample, wherein 

the composition or sequence of the RNAs is at least partially unknown, with a plurality of 
different cDNAs derived from a second sample, wherein the composition or sequence of 
the cDNAs is at least partially unknown; and 

b) identifying or cloning, from the hybrids formed in a), a population of nucleic 
acids comprising an unpaired region, said cloned or identified nucleic acids comprising 
an unpaired region corresponding to portions of genes that are differentially spliced 
between said samples. 

83. (New) The proliuct of claim 80, wherein said plurality of different nucleic acid 
molecules comprising a sequence complementary to and specific for an exon or an intron 
retained or spliced in a cell treated by a reference therapeutic compound is obtained by a 
method comprising: \ 

(a) identifying a splicing event characteristic of a cell treated by a reference 
therapeutic compound and determining the sequence of the spliced domain, 

(b) synthesizing one or several oligonucleotides complementary to and specific for 
said domain, and \ 

(c) repeating steps (a) and (b) above with at least a second splicing event 
characteristic of said therapeutic condition. \ 

84. (New) The product of claim 81, wherein said plurality of different nucleic acid 
molecules comprising a sequence complementary to. and specific for a junction region of 




a gene or RNA spliced in a celNxeated by a reference therapeutic compound is obtained 
by a method comprising: \ 

(a) identifying a spUcing evem. characteristic of a cell treated by a reference 
' therapeutic compound and determining thk sequence of the spliced domain, 

(b) synthesizing one or several oligomsK^leotides complementary to and specific for 
a junction region formed by the splicing or abse^e of splicing of said domain and 

(c) repeating steps (a) and (b) above with at least a second splicing event 
characteristic of said therapeutic condition. \ 

85 (New) The product of claim 80 or 81, wherein the support material is selected 
from the group consisting of a filter, a membrane and a chip. 

86. (New) The product of claim 80 or 81, wherein the nucleic acid molecules 
comprise cDNA fragments. 

87. (New) The product of claim 80 or 81, wherein the nucleic acid molecules 
comprise single-stranded oligonucleotides. 

88. (New) A product for evaluating the responsiveness of a subject to a compound 
or treatment, the product comprising a support material and a plurality of different 
nucleic acid molecules attached to said support material, the nucleic acid molecules 
comprising nucleic acid molecules containing a sequence that is complementary to and 
specific for introns or exons that are retained, or spliced in a cell from a responsive subject 
treated by a reference therapeutic compoundv^or treatment, said product comprising at 
least two nucleic acid molecules complementarv to and specific for a distinct exon or 
intron of the same gene and said product allowing, when contacted with a sample 
containing nucleic acids under condition allowing hybridisation to occur, the 
determination of the presence or absence of said exoK or intron of said gene in said 
sample. \ 
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89. (New) Asproduct for evaluating the responsiveness of a subject to a compound 
or treatment, the prod^ct^ comprising a support material and a plurality of different 
nucleic acid molecules att^hed to said support material, the nucleic acid molecules 
comprising nucleic acid moleimles containing a sequence that is complementary to and 
specific for exon-exon or exon-imran junction regions of genes or RNAs that are spliced 
in a cell from a responsive subjeci\treated by a reference therapeutic compound or 
treatment, said product comprising at lea^ two nucleic acid molecules complementary to 
and specific for a distinct junction region of the same or a different gene or RNA, and 
said product allowing, when contacted with\ sample containing nucleic acids under 
conditions allowing hybridisation to occur, the determination of the presence or absence 
of said junction regions in said sample. \ 

90. (New) A product comprising a support material and a plurality of different 
oligonucleotides specific for alternative exons or introns of a gene, wherein the 
oligonucleotides are attached to the support material, and wherein the oligonucleotides 
are prepared by: 

(a) identifying a splicing event characteristic of a physiopathological condition and 
determining the sequence of the spliced domain, 

(b) synthesizing one or several oligonucleotides complementary to and specific for 
said domain, and 

(c) repeating steps (a) and (b) above with at least a second splicing event 
characteristic of said physiopathological condition. 

91. (New) A product comprising, immobihzed on a support material, a nucleic 
acid library comprising a plurality of nucleic acid molecules, wherein each of said nucleic 
acid molecules comprises a sequence corresponding to a portion of a gene which is 
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differentially spliced between two physiological conditions of a cell or tissue, said library 
being enriched for said nucleic acid molecules. 



92. (New) A product comprising, immobiUzed on a support material, a nucleic 
acid library comprising a plurality of oligonucleotide pairs, each pair of oligonucleotides 
comprising a first and a second oligonucleotide, wherein said first and second 
oligonucleotides of each of said pairs comprise sequences corresponding to differentially 
spliced forms of a gene, said library being enriched for said pairs. 

93. (New) A product comprising, immobilized on a support material, a 
microorganism library comprising microorganisms transformed by a nucleic library of 
claim 91. 



A clean copy of the pending claims is attached. No new matter is added by the 
above amendments. 

If there are any other charges, or any credits, please apply them to Deposit 

Account No. 03-2095. 
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